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PATENT ASSIGNEE (S): Cancer Research Campaign Technology Limited, UK 
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AU 9954351 Al 20000314 AU 1999-54351 19990820 

EP 1105738 Al 20010613 EP 1999-940357 19990820 

R: AT, BE, CH, DE , DK, ES , FR, GB , GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
PRIORITY APPLN. INFO. : GB 1998-18356 A 19980821 

WO 1999-GB2731 W 19990820 
***CBP*** histone ***acetyltransf erase*** acetylates 
***Importin*** . ***alpha*** ., affecting ability of *** Import in*** 
★★★alpha*** . to translocate into the nucleus and import a cargo 
protein. Assays identify substances which modulate interaction between 
★★★CBP*** and ***Importin*** . ***alpha*** . and acetylation of 
***Importin*** . ***alpha*** . by ★★★CBP*** . Substances 
identified in the assays are useful for treatment of disorders in which 
***Importin*** . ***alpha*** . plays a role. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2 000264486 MEDLINE 
DOCUMENT NUMBER: 20264486 PubMed ID: 10801418 

TITLE: Acetylation of importin-alpha nuclear import factors by 

CBP/p300 . 

AUTHOR: Bannister A J; Miska E A; Gorlich D; Kouzarides T 

CORPORATE SOURCE: Department of Pathology, Wellcome/CRC Institute, University 

of CaiT±)ridge, Cambridge, CB2 IQR, UK. 
SOURCE: CURRENT BIOLOGY, (2000 Apr 20) 10 (8) 467-70. 

Journal code: 9107782. ISSN: 0960-9822. 
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Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00 006 

ENTRY DATE: Entered STN: 20000616 

Last Updated on STN: 20000616 
Entered Medline: 20000602 
AB Histone ***acetylases*** were originally identified because of their 
ability to acetylate histone substrates [1] [2] [3] . ***Acetylases*** 
can also target other proteins such as transcription factors [4] [5] [6] 
[7] . We asked whether the ***acetylase*** CREB-binding protein ( 

***CBP*** ) could acetylate proteins not directly involved in 
transcription. A large panel of proteins, involved in a variety of 
cellular processes, were tested as substrates for recombinant ★★★cBP*** 
. This screen identified two proteins involved in nuclear import, Rchl 
(human ** *importin** * - ***alpha*** ) and importin-alpha7 , as targets 
for ★★★CBP*** . The acetylation site within Rchl was mapped to a single 
residue, Lys22. By comparing the context of Lys22 with the sequences of 
other known substrates of ★★★cBP*** and the closely related 

***acetylase*** p300, we identified G/SK (in the single-letter amino 
acid code) as a consensus acetylation motif. Mutagenesis of the glycine, 
as well as the lysine, severely impaired Rchl acetylation, supporting the 
view that GK is part of a recognition motif for acetylation by ***CBP*** 
/p3 00. Using an antibody raised against an acetylated Rchl peptide, we 
show that Rchl was acetylated at Lys22 in vivo and that ***CBP*** or 
p300 could mediate this reaction. Lys22 lies within the binding site for a 
second nuclear import factor, importin-beta . Acetylation of Lys22 promoted 
interaction with importin-beta in vitro. Collectively, these results 
demonstrate that acetylation is not unique to proteins involved in 
transcription. Acetylation may regulate a variety of biological processes, 
including nuclear import. 
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